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L13 ANSWER 1 OF 9 CAPLUS COPYRIGHT 2006 ACS on STN 
AN 2004:522697 CAPLUS 
DN 141:272021 

TI Development and prospect of gene therapy of 

heart failure 
SO Kemikaru En j iniyaringu (2004), 49(6), 427-432 

CODEN: KEENAT; ISSN: 0387-1037 
AU Ikeda, Yasuhiro; Yamada, Michio; Matsuzaki, Masunori 
AB A review. Advantage and disadvantage of general viral and non- viral 

genetic vectors were first discussed. Gene introduction procedures especially 

developed for cardiac myocyte transfection were then discussed. 

The procedure included steps of lowering body- temperature, temporal 

cardiac arrest, histamine administoration, viral vector 

administoration and heartbeat initiation completed in 5 .apprx. 6 min. 

Potential applications of the procedure to gene 

therapies for dilated cardiomyopathy and chromic 

heart failure were discussed. Dystrophin-associated 

5-sarcoglycan gene, BARK (p-adrenergic receptor kinase) 

inhibitor gene and SERCA2a gene were described as candidate transgenes 

that would be introduced in the gene therapies . 

L13 ANSWER 3 OF 9 CAPLUS COPYRIGHT 2006 ACS on STN 
AN 2002:185693 CAPLUS 
DN 136:242914 

TI High efficiency cardiac gene transfer with adeno-associated 

virus vectors and uses in gene therapy for 

cardiac diseases 
SO U.S. Pat. Appl. Publ., 12 pp. 

CODEN: USXXCO 

IN Chien, Kenneth R . ; Hoshijma, Masahiko; Ross, John; Ikeda, Yasuhiro 
AB The present invention discloses methods for the delivery of genes to 
improve cardiac function including the use of adeno-associated 
virus (AAV) vectors, isolation of the heart from systemic 
circulation, and induction of hypothermia/cardiac arrest. The 
methods result in high-level, long-term expression of reporter genes and 
enhanced cardiac function in hamster models of heart 

disease. In particular, the gene expression via AAV vectors is highly 
restricted to cardiac muscle and maintained long-term, with no 
sign of myocardial inflammation. Transfer of a gene for a dominant neg. 
form of phospholamban enhanced the contractility in the heart of 
hamsters, suppressing heart failure by enhancing the function of 
sarcoplasmic reticulum calcium ATPase 2. 
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L13 ANSWER 6 OF 9 MEDLINE on STN 

AN 2002402556 MEDLINE 

TI Chronic suppression of heart- failure progression by a 

pseudophosphorylated mutant of phospholamban via in vivo cardiac 
rAAV gene delivery. 

SO Nature medicine, (2002 Aug) 8 (8) 864-71. Electronic Publication: 
2002-07-22. 

Journal code: 9502015. ISSN: 1078-8956. 
AU Hoshijima Masahiko; Ikeda Yasuhiro; Iwanaga Yoshitaka; 

Minamisawa Susumu; Date Moto-o; Gu Yusu; Iwatate Mitsuo; Li Manxiang; Wang 

Lili; Wilson James M; Wang Yibin; Ross John Jr; Chien Kenneth R 
AB The feasibility of gene therapy for 

cardiomyopathy, heart failure and other chronic 

cardiac muscle diseases is so far unproven. Here, we developed an 
in vivo recombinant adeno-associated virus (rAAV) transcoronary delivery 
system that allows stable, high efficiency and relatively cardiac 
-selective gene expression. We used rAAV to express a 

pseudophosphorylated mutant of human phospholamban (PLN) , a key regulator 
of cardiac sarcoplasmic reticulum (SR) Ca(2+) cycling in BI014.6 
cardiomyopathic hamsters . The rAAV/S16EPLN treatment enhanced 
myocardial SR Ca(2+) uptake and suppressed progressive impairment of left 
ventricular (LV) systolic function and contractility for 28-30 weeks, 
thereby protecting cardiac myocytes from cytopathic 

plasma-membrane disruption. Low LV systolic pressure and deterioration in 
LV relaxation were also largely prevented by rAAV/S16EPLN treatment. 
Thus, transcoronary gene transfer of S16EPLN via rAAV vector is a 
potential therapy for progressive dilated cardiomyopathy and 
associated heart failure. 

L13 ANSWER 9 OF 9 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on STN 
AN 2000:303888 BIOSIS 

TI In vivo cardiac gene transfer in hamsters using hypothermic 
cardiac arrest . 

SO FASEB Journal, (March 15, 2000) Vol. 14, No. 4, pp. A420. print. 

Meeting Info.: Annual Meeting of Professional Research Scientists: 

Experimental Biology 2000. San Diego, California, USA. April 15-18, 2000. 

Federation of American Societies for Experimental Biology. 

CODEN: FAJOEC. ISSN: 0892-6638. 
AU Ikeda, Yasuhiro; Gu, Yusu; Oh, Sam; Giordano, Frank J.; 

Hoshijima, Masahiko; Chen, Ju; Peterson, Kirk L.; Ross, John, Jr. 



